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AU 9924660 
PRIORITY APPLN. INFO. 



19990809 



AU 1999-24660 19990122 
US 1998-PV72262 19980123 
VO 1999-US1393 19990122 
OTHER SOURCE (S) : MARPAT 131:116106 

AB Synthesis of substituted tetracycline corapds. (I) (Rl - alkyl, 
alkenyl, 

alkynyl, alkoxy, alkylthio, alkylsulfinyl, alkylsulfonyl, alkylamino, 
arylalkyl; R2 - alkanoyl, aroyl, alkylaroyl, carbacyclic aryl, 
heteroarom., alkyl, alkenyl, alkynyl, alkoxy, alkylthio, 
alkylsulfinyl, 

alkylsulfonyl, alkylamino, arylalkyl; R3 - H, alkyl, alkenyl, alkynyl, 
alkoxy, alkylthio, alkylsulfinyl, alkylsulfonyl, alkylamino,. 
arylalkyl, 

carbacyclic aryl, heteroarom., heteroalicyclic) that exhibit 
significant 

antibacterial activity, including grara-pos. and gram-nag. bacteria, 

and 

gram-pos. and gram-neg. tetracycline sensitive and tetracycline 
resistant 
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RN 233586-01-1 CAPLUS 

CN 2-Naphthacenecarboxamide, 4- (di&ethylaaino) -9-[l, l-dimethyl-2- (1- 

piperidinyl) ethyl) -1,4 , 4a, 5, 5a, 6, W, 12a-octahydro-3, 10, 12, 12a-tetrahydroxy- 
6-methyl-l, ll-dioxo-5- (1-oxopropoxy) -, (4S, 4aR, 5S, 5aR, 6R, 12aS> - <9CI) 

(CA 

INDEX NAME) 



RN 233596-0Z-2 CAPLUS 

CN 2-Naphtnacenecarboxamide, 5- (acetyloxy) -4- (dimethylamino) -9- (1, 1- 

diraethyleth/l) -1,4 , 4a, 5, 5a, 6, 11, 12a-octahydro-3, 10, 12, 12a-tetrahydroxy-6- 
methy/-l,ll-dioxo-, (4S, 4aR, 5S, 5aR, 6R, 12aS) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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bacteria is presented. Thus, t (Rl - Me3C, R2 - EtCO, R3 - H) (II) 

was 

prepd. in two steps by acylation of doxycycline with propionic acid 
followed by alkylation with t-butanol. II showed and HIC of 6.25 
.mu.g/mL 

against raethicillin resistant S. aureus. 
IT 233385-95-0P 2335B6-00-0P 233S86-01-1P 
233S8S-02-2P 233560-14-6? 233S06-23-1P 
233S88-24-BP 233366-26-0P 

RL: BAC (Biological activity or effector, except adverse) i SPN 
(Synthetic 

preparation) i THU (Therapeutic use); BIOL (Biological study); PREP 

(Preparation); USES (Uses) 

(synthesis and antibacterial activity of tetracycline compds.) 
RN 233585-95-0 CAPLUS 
CN 2-Naphthacenecarboxaraide, 4- (dimethylanuVtfb) -9- (1, 1 -dine t hyle thy 1) - 

1,4,4a, 5, 5a, 6, 11, 12a-octahydro-3, 10, pfl2a-tetrahydroxy-6-methyl-l, 11 

dioxo- 5- (1-oxopropoxy)-, (4S, 4aR, 5£/5aR, 6R, 12aS) - (9CI) (CA INDEX 

NAME) 

Absolute stereochemistry. 





233586-00-0 CAPLUS 
2-Naphthacenecarboxamide, 
- (2-chloro-l, 1-dimethylethyl) -4- (dimethyl ami no) - 

1, 4, 4a, 5, 5a, 6, 11, 12a-octahydro-3, 10, 12, 12a-tetrahydroxy-6-methyl-l, 11 
dioxo-5- (1-oxopropoxy)-, (4S, 4aR, 5S, 5aR, 6R, 12aS) - (9CI) (CA INDEX 

NAME) 

Absolute stereochemistry. 
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233586-14-6 CAPLUS 

Benzeneacetic acid, (4S, 4aR, 5S, 5aR, 6R, 12aS) -2- (aminocarbonyl) -4- 
( dimethylamino) -9- (1, 1-dimethylethyl) -1,4 , 4a, 5, 5a, 6, 11, 12a-octahydro- 
3, 10, 12, 12a-tetrahydroxy-6-methyl-l, ll-dioxo-5-naphthacenyl ester 

) 

(CA INDEX NAME) 
Absolute stereochemistry. 




RN 233586-23-7 CAPLUS 

CN 2-Naphthacenecarboxamide, 5- (acetyloxy) -4- (dimethylamino) -9- [2- 

(di me thy land no) -1, 1-dimethylethyl] -1, 4, 4a, 5, 5a, 6, 11, 12a-octahydro- 
3, 10, 12, 12a-tetrahydroxy-6-methyl-l, 11-dioxo-, 
(4S,4aR. 5S,5aR, 6R,12aS>- 

(9CI) (CA INDEX NAME) 

Absolute stereochemistry* 
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RN 233586-24-8 CAPLUS 

CN 2-Naphthacenecarboxamide, 4- (diraethylamino) -9- [2- (dimethylaraino) -1, 1- 

dinethylethyl] -1,4,4a, 5, Sa, 6, 11, 12a-octahydro-3, 10, 12, 12a-tetrahydroxy-6- 
raethyl-1, ll-diOKO-5- (1-oxopropoxy) -, <4S, 4aR, 5S, 5aR, 6R, 12aS) - (9CI) 

(CA 

INDEX NAME) 
Absolute stereochemistry. 
O 
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(5) Levy; US 5589470 A 1996 CAPLUS 
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233586-26-0 CAPLUS 

Benzeneacetic acid, (4S, 4aR, 5S, 5aR, 6R, 12aS) -2- (aainocarbonylf-4- 
(dimethylamino) -9- [2- (diraethylamino) -1, 1-dimethylethyl] - f 
1, 4,4a, 5, 5a, 6, 11, 12a-octahydro-3, 10, 12, 12a-tetrahydroxyr6-raethyl-l, 11- 
dioxo-5-naphthacenyl ester (9CI) (CA INDEX NAME) 
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19990809 AU 1999-23346 / 19990122 

US 1998-PV72262 19980123 
WO 1999-US13^3 19990122 
OTHER SOURCE (S) : MARPAT 131: 116106 / 

AB Synthesis of substituted tetracycline- type compds. (I) (Rl - alkyl, 
alkenyl, alkynyl, alkoxy, alkylthio, alkylsulf/nyl, alkylsulfonyl, 
alkylamino, arylalkyl; R2 - alkanoyl, aroyl, alkylaroyl, carbacyclic 
aryl, / 

heteroarom., alkyl, alkenyl, alkynyl, alkoxy, alkylthio, 
alkylsulfinyl, / lt _ , 

alkylsulfonyl, alkylamino, arylalkyl; R3,- H, alkyl, alkenyl, altrynyl, 
alkoxy, alkylthio, alkylsulfinyl, alkylsulfonyl, alkylamino, 
arylalkyl, / 

carbacyclic aryl, heteroarom., heteroalicyclic) that exhibit 
significant / 

antibacterial activity, including against both gram-pos. and gram-neg. 
bacteria is presented. Thus, I (Rl/- Me3C, R2 - EtCO, R3 - H) (II) 
"as / , . 

prepd. in two steps by acylation ( of doscycycline with propionic acid 
followed by alkylation with t-bu£anol. II showed an MIC of 6.25 
.ctu.g/mL / 

against methicillin resistant S. aureus. 
IT 233586-00-OP / 

RL: BAC (Biological activity/or effector, except adverse); RCT 
(Reactant); 
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SPN (Synthetic preparation); THU (Therapeutic use); BIOL (Biological 
study/* PREP (Preparation) ; USES (Uses) 

^(synthesis and antibacterial activity of tetracycline-type compds.) 

RN 233586-00-0 CAPLUS 

CN 2^-Naphthacenecarbox amide, 

9- ( 2- chlo co- 1, 1-dimethylethyl) -4- (diraethylamino) - 

/ 1,4,4a, 5,5a, 6, 11, 12a-octahydro-3, 10, 12, 12a-tetrahydroxy-6-raethyl-l, 11- 
/ dioxo-5-<l-oxopcopoxy)-, (4S, 4aR, 5S, 5aR, 6R, 12aS) - (9CI) (CA INDEX 
•NAME) 

Absolute stereochemistry. 




CH2C1 



IT 233585-93-0* 233586-01- IP 233586-02-2? 

233585- 14-6P 233589-23-7P 233586-24-8P 

233586- 26-0 P 233586-50-0P 233586-51-1P 
233586-55-5P 233586-56-6P 233586-57-7P 
233586-62-4? 233586-63-5P 233586-66-8P 
23358S-68-0P 233686-69-1? 233586-71-5? 

RL: BAC (Biological activity or effector, except adversely SPN 
(Synthetic 

preparation); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(synthesis and antibacterial activity of tetracycline-type compds.) 
RN 233585-95-0 CAPLUS 

CN 2-Naphthacenecarboxamide, 4- (dimethylamino) -9- (1, 1-dimethylethyl) - 

1, 4, 4a, 5, 5a, 6, 11, 12a-octahydro-3, 10, 12, 12a-tetrahydroxy-6-methyl-l, 11- 
dioxo- 5- (1-oxopropoxy)-, (4S,4aR,5S,5aR,6R, 12aS) - (9CI) (CA INDEX 

NAME) 



Absolute stereochemistry. 
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233586-14-6 CAPLUS 

Benzeneacetic acid, (4S,,4a*, 5S, 5aR, 6R, 12aS) -2- ( ami nocar bony 1) -4- 
(dioethylaraino) -9- (1^1-dimethylethyl) -1,4,4a, 5, 5a, 6, H, 12a-octahydro- 
3, 10, 12, 12a-tetrahydroxy-6-methyl-l, ll-dioxo-5-naphthacenyl ester 



233586-23-7 CAPLUS 

2-Naphthacenecarboxamide, 5- (acetyloxy) -4 - (dimethyl ami no) -9- [2- 
(dimethylamino) -1, 1-dimethylethyl] -1,4,4a, 5, 5a, 6, 11, 12a-octahydro- 
3,10,12,12a-tetrahydcoxy-6-ra«thyl-l,ll-dioxo-, 
(4S,4aR,5S,5aR,6R,12aS)- 

(9CI) (CA INDEX NAME) 




RN 233586-50-0 CAPLUS 
CN 2-Naphthacenecarboxamide, 
N- ( cyclop© ntylthio) -4- (dimethyl amino) -9-(l,l- 

dimethylethyl) -1,4,4a, 5, 5a, 6, 11, 12a-octahydro-3, 10, 12, 1 2a- tetra hydroxy- 6- 
methyl-1, ll-dioxo-5- (1-oxopropoxy) (4S, 4aR, 5S, 5aR, 6R, 12aS) - (9CI ) 

(CA 

INDEX NAME) 
Absolute stereochemistry. 



233586-26-0 CAPLUS , 

Benzeneacetic acid, (4S/4aR, 5S, 5aR, 6JI, 12aS) -2- (aminocarbonyl) -4- 
(dimethylamino) -9- [2- (dimethylamino) -1, 1-dimethylethyl] - 
1, 4 , 4a, 5, 5a, 6, 11, 12a-octahydro-3, 10, 12, 12a-tetrahydroxy-6-methyl-l, 11 
dioxo-5-naphthacenyl ester (9C1) (CA INDEX NAME) 

Absolute stereochemistry, 



OH O OH O O 

233586-51-1 CAPLUS 

2-Naphthacenecarboxamide, N- (cyclopentylthio) -4- (dimethylamino) - 
1,4,4a, 5,5a, 6, 11, 12a-octahydro-3, 10, 12, 12a-tetrahydroxy-6-methyl-l, ll- 
dioxo-5- (1-oxopropoxy) -9- £2- (1-piperidinyl) ethyl)-, 
(4S,4aR, 5S,5aR,6R, 12aS)- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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RN 233586-55-5 CAPLUS 

CN 2-Naphthacenecarboxaraide, 5- (acetyloxy) -4- (diraethylami.no) -9- (1, 1- 

dimethylethyl) -1,4,4a, 5, 6a, 6, ll,12a-octahydro-3, 10, 12, 12a-tetcahydroxy-6- 

methyl-N-(m«thylthio)-l,ll-dioxo-, (4S, 4aR, 5S, 5aR, 6R, 12aS) - <9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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RN 233586-56-6 CAPLUS 

CN 2-Naphthacenecarboxamide, 4- (dimethylamino) -9- (1, 1-dimethylethyl) -N- 

(ethylthio) -1,4,4a, 5, 5a, 6, 11, 12a-octahydro-3, 10, 12, 12a-tetrahydroxy-62/ 
raethyl-l,U-dioxo-5- (1-oxopropoxy)-, (4S, 4aR, 5S, 5aR, 6R, 12aS) - (9CI) * 

(CA 

INDEX NAME) 
Absolute stereochemistry. 




233586-57-7 CAPLUS 

Pentanoic acid, <4S/4"aR, 5S, 5aR,6R, 12aS)-4- (diraethylamino) -9- (1, 1- 

athylethyl) -1,4, 4a?5^5a,6, 11, 12a-octahydro-3, 10, 12, 12a-tetrahydroxy-6- 
iaethyl-1, ll-dioxo-2- { [ (propylthio) amino) carbonyl] -S-naphthacenyl ester 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 233586-62-4 CAPLUS 

CN 2-Naphthacenecarboxamide, 5- (acetyloxy) -4- (diraethylamino) -9- (1,1- 

dimethylethyl) -1,4, 4 a, 5, 5a, 6, 11, 12a-octahydro-3, 10, 12, 12a-tetrahydroxy-6- 
raethyl-N- [ (3-methylbutyl) thio] -1, 11-dioKO-, (4S, 4aR, 5S, 5aR, 6R, 12aS) - 

(9CI) 

(CA INDEX NAME) 
Absolute stereochemistry. 
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RN 233586-63-5 CAPLUS 
CN 2-Naphthacenecarboxamide, N- (cyclobutylthio) -4- (diraethylamino) -9- (1, 1- 

dimethylethyl) -1, 4, 4a, 5, 5a, 6, 11, 12a-octaf!ydro-3, 10, 12, 12a-tetrahydroxy-6- 
pethyl-l.ll-dioxo-S-U-oxopropoxyW 1 -, (4S, 4aR, 55, 5aR, 6R, 12aS) - (9CI) 

(CA 

INDEX NAME) 
Absolute stereochemistry. 




CN Benzeneacetic ifcid, ( 4 S, 4 aR, 5S, 5aR, 6R, 12aS) -4- (dimethylamino) -9- (1, 1- 

dinethylethyl)-l,/4a, 5, 5a, 6, 11, 12a-octahydro-3, 10, 12, 12a-tetrahydroxy-6- 

methyl-1, ll-dioxo-2- [ ( (phenylthio) amino] carbonyl] -5-naphthacenyl ester 
(9CI) ( (C^INDEX NAME) 

Absolute s 




233586-68-0 CAPLUS 

2-Naphthacenecarboxamide, 5- (acetyloxy) -N- (cyclopentylthio)-4- 
(dimethylaminoi -9- (2- (diraethylamino) -1, 1-diraethylethyl] - 
1, 4, 4a, 5, 5a, 6, 11, 12a-octahydro-3, 10, 12, 12a-tetrahydroxy-6-methyl-l, 11- 
dioxo-, <4S,4aR,5S,5aR,6R,12aS)- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 



OAc NHe2 




RN 233586-69-1 CAPLUS 

CN 2-Naphthacenecarboxamide, N- (cyclopentylthio) -4- (diraethylamino) -9- [2- 
(dimethylamino) -1, 1-diraethylethyl] -1, 4, 4a, 5, 5a, 6, 11, 12a-octahydro- 
3, 10, 12, 12a- tetrahydroxy-6-methyl-l, ll-dioxo-5- (1-oxopropoxy) -, 
(4S,4aR,5S,5aR,6R,12aS)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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IT 1972-2932B 19720918 
Utility 
Davis, C. 

Hubbell, Cohen i Stiefel 
5 

1.2 
725 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Process for the preparation of tetracycline derivatives substituted 
in 

the 7 position comprising first obtaining tetracycline derivatives 
substituted in the 7 and 9 positions, transforming the substituent 

in 

the 7 position into the desired substituent, and then eliminating 

the 

substituent in the 9 position. Invention further comprises products 

obtained during the course of the above process. 
IT 53X08-30-8P 

(prepn. of) 
EN 53108-30-8 USPATFULL 

CN 2-Naphthacenecarboxamide, 4- (dimethyl ami no) -9-<l, 1 -dime thy le thy 1) - 

1,4,4a, 5, 5a, 6, 11, 12a-octahydro-3, 5, 10, 12, 12a-pentahydroxy-6-methyl-l, 11- 
dioxo- (9CI) (CA INDEX NAME) 
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PRIORITY APPLN. INFO 



US 1998-PV72262 19980123 
WO 1999-US1393 19990122 
OTHER SOURCE (S) : HARP AT 131:116106 s - 

AB Synthesis of substituted tetracycline compds. (I) 
alkenyl, 

alkynyl, alkoxy, alkylthio, alkylsulfinyl, alkylsulf onyl, alkylamino, j 
arylalkyl; R2 - alkanoyl, aroyl, alkylaroyl, carbacyclic aryl, 
heteroarom., alkyl, alkenyl, alkynyl, alkoxy, alkylthio, 
alkylsulfinyl, 

alkylsulfonyl, alkylamino, arylalkyl* R3 - H, alkyl, alkenyl^ alkynyl,/ 
alkoxy, alkylthio, alkylsulfinyl, alkylsulfonyl, alkylaminoi 
arylalkyl, 

carbacyclic aryl, heteroarom., heteroalicyclic) that exhibit" 
signi ficant 

antibacterial activity, including gram-pos. a^kd gramfneg./bacte/] 

and 

gram-pos. and gram-neg. tetracycline sensitiveYlnd tetracyclic 
resistant 
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RN 233586-02-2 CAPfUS 

CN 2-Naphthacenecarfcoxamide, 5- (acetyloxy) -4- (dimethyl ami no) -9- (1, 1- 

dimethylethyl) -1,4 , Ad, 5, 5a, 6, 11, 12a-octahydro-3, 10, 12, 12a-tetrahydroxy-6- 
nethyl-l,ll-diOHO-, (4S, 4aR, 5S, SaR, 6R, 12aS) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



LU ANSWER 1 OF 3 CAPLUS COPYRIGHT 2000 ACS (Continued) 

bacteria is presented. Thus, I (Rl - Me3C, R2 - EtCO, R3 - H> (II) 

was 

prepd. in two steps by acylation of doxycycline with propionic acid 
followed by alkylation with t-butanol. II showed and MIC of 6.25 
.Rtu.g/mL 

against methicillin resistant S. aun 
IT 233 383 -9 4 -9P 233SG3-95-0P 233565-96-1 
233SB6-02-2P 233386-13-3P 233 50 6- 14-) 
233586-1 5- 7P 233588-16-8P 23358«-l^»P 
233386- IB-OP 2333B7-82-1P 

RLi BAC (Biological activity or/fffector, except adverse); SPN 
(Synthetic / 

preparation) i THU (Theraptutjffc use) i BIOL (Biological study); PREP 

(Preparation); USES (Uses) j' 

(synthesis and antibacterial activity of tetracycline compds.) 
RN 233585-94-9 CAPLUS 
CN 2-NaphthacenecarboxamidC, 4- (dimethylamino) -9- (1, 1-dimethylethyl) - 

1,4,4a, 5, 5a, 6, 11, 12a-octafiydro-3, 5, 10, 12, 12a-pentahydroxy-6-m«thyl-l, 11- 
dioxo-, (4S,4aR,5s/5aR,6R, 12aS)- (9CI) (CA INDEX NAME) 




233585-95-0 CAPLUS 

2-Naphthacenecarboxamide, 4- (dimethylamino) -9- (1, 1-dimethylethyl) - 
1. 4, 4a, 5, 5a, 6, 11, 12a-octahydro-3, 10, 12, 12a-tetrahydroxy-6-methyl-l, 11- 
dioxo-5-(l-oxopropoxy)-, (4S, 4aR, 5S, 5aR, 6R, 12aS) - (9CI) (CA INDEX 



L14 ANSWER 1 OF 3 CAPLUS COPYRIGHT 2000 ACS 
M«2N 



233586-13-5 CAPLUS 

2-Naphthacenecarboxamide, 5- (benzoyloxy) -4- (dimethylamino) -9- (1, 1- 

dimethylethyl) -1, 4, 4a, 5, 5a, 6, 11, 12a-octahydro-3, 10, 12, 12a-tetrahydroxy-6- 
methyl-l,ll-dioxo-, (4S, 4aR, 5S, SaR, 6R, 12aS) - (9CI) (CA INDEX NAME) 



233586-14-6 CAPLUS 

Benzeneacetic acid, (4S, 4aR, 5S, SaR, 6R, 12aS) -2- (aminocarbonyl) -4- 
(dimethylamino)-9- (1, 1-dimethylethyl) -1, 4, 4a, 5, 5a,6,ll,12a-octahydro- 
3, 10, 12, 12a-tetrahydroxy-6-methyl-l, ll-dioxo-5-naphthacenyl ester 

(CA INDEX NAME) 

Absolute stereochemistry. 
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RN 233586-15-7 CAPLUS 

CN Car band. c acid, dimethyl-, (4S,4aR, 5S, 5aR, 6R,12aS)-2- (aminocarbonyl) -4- 
(dimethylamino) -9- (1, 1-dimethylethyl) -1, 4 , 4a, 5, 5a, 6, 11, 12a-octahydro- 
3, 10, 12, 12a-tetrahydroxy-6-methyl-l, ll-dioxo-5-naphthacenyl eater 

(SCI) 

(CA INDEX NAME) 
Absolute stereochemistry. 




RN 233566-16-8 CAPLUS / 
CN Cyclopentanecarboxylic acid, / 
(4S, 4aR, 55, 5aR, 6R, 12aS) -2- ( ami nocar bony 1) -4- / 

(dimethylamino) -9- (1, 1-dimethylethyl) -1, 4, 4a, 5, 5af6, 11, 12a-octahydro- 
3, 10, 12, 12a-tetrahydroxy-6-methyl-l, ll-dioxo-S-afiphthacenyl ester 
(9CI) / 
(CA INDEX NAME) / 

Absolute stereochemistry. / 
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RN >233586-17-9 CAPLUS 
CNjr Cyclohexanecarboxylic acid, 
(4S, 4aR, 5S, 5aR, 6R, 12aS) -2- (aminocarbonyl) -4- 
/ (dimethylamino) -9- (1, 1-dimethylethyl) -1, 4, 4a, 5, 5a, 6, 11, 12a-octahydro- 
3,10,12,12a-tetrahydroxy-6-methyl-l, ll-dioxo-5-naphthacenyl ester 

<9CI) 

(CA INDEX NAME) 
Absolute stereochemistry. 




RN 233586-18-0 CAPLUS 

CN Cycloheptanecarboxylic acid, 

(4S, 4aR, 5S, 5aR, 6R, 12aS) -2- (aminocarbonyl) -4- 

( dimethylamino) -9- (1, 1-dimethylethyl) -1,4,48,5,58,6,11, 12a-octahydro- 



L14 ANSWER 1 OF 3 CAPLUS COPYRIGHT 2000 ACS (Continued) 

3, 10, 12, 12a-tetrahydroxy-6-niethyl-l, ll-dioxo-5-naphthacenyl ester 

(9CI) 

(CA INDEX NAME) 
Absolute stereochemistry. 
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233587-82-1 CAPLUS 

2-Naphtf!acenecarboxamide, 4- (dimethylamino) -9- (1, 1-dimethylethyl) -5- 
(formyfoxy) -1,4,4a, 5, 5a, 6, 11, 12a-octahydro-3, 10, 12, 12a-tetrahydroxy-6- 
methyl£l,ll-dioxo-, (4S, 4aR, 5S, 5aR, 6R, 12aS) - (9CI) (CA INDEX NAME) 

ste 



Absolute stereochemistry. 
OHC. 
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CO DEN: PIXXD2 

Patent 

English 
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PATENT NO. 




KIND 


DATE 






APPLICATION NO. 


DATE 
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9937306 
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19990729 




WO 1999-US1343 


19990122 
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AU 1999-23346 
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PRIORITY APPLN. INFO.: US 1998-PV72262 19980123 

WO 1999-US1343 19990122 

OTHER SOURCE (S) : MARPAT 131:116105 

AB Synthesis of substituted tetracycline- type compds. (I) (Rl - alkyl, 
alkenyl, alkynyl, alkoxy, alkylthio, alkylsulfinyl, alley lsu If onyl, 
allcylamino, arylalkyl; R2 ■ alkanoyl, aroyl, alkylaroyl, carbacyclic 

aryl, 

heteroarom., alkyl, alkenyl, alkynyl, alkoxy, alkylthio, 
alkylsulfinyl, 

alkylsulfonyl, alkylamino, arylalkyl* R3 » H, alkyl, alkenyl, alkynyl, 
alkoxy, alkylthio, alkylsulfinyl, alkylsulfonyl, alkylamino, 
arylalkyl, 

carbacyclic aryl, heteroarom., he teroali cyclic) that exhibit 
significant 

antibacterial activity, including against both gram-pos. and gram-neg. 
bacteria is presented. Thus, I (Rl - Me3C, R2 - EtCO, R3 - H) (II) 

was 

prepd. in two steps by acylation of doxycycline with propionic acid 
followed by alkylation with t-butanol. II showed an MIC of 6.25 
, qu . g/mL 

against tnethicillin resistant S. aureus. 
IT 233505-94-9P 233585-95-0P 23398S-90-1P 
233566-02-2P 233586-13-5P 233588-14-6? 
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LI 4 ANSWER 2 OF 3 CAPLUS COPYRIGHT 2000 ACS 
233366-13-79 233386-16-BP 2333S6-17-9P 
233388- 18 -OP 

RL: BAC (Biological activity or ef factor, except adverse); SPN 
(Synthetic 

preparation) i TKU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation) i USES (Uses) 

(synthesis and antibacterial activity of tetracycline -type comods.) 
RN 233585-94-9 CAPLUS 

CN 2-Naphthacenecarboxamide, 4- (dimethylamino) -9- (1, 1-dimethylethyl) - 

1,4, 4a, 5, 5a, 6, 15, 12a-octahydro-3, 5, 10, 12, 12a-pentahydroxy-6-nethyl-l, 11- 
dioxo-, (4S,4aR, 5S,5aR,6R, 12aS)- (9C1) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 233585-95-0 CAPLUS 

CN 2-Naphthacenecarboxamide, 4- (dimethylamino) -9- (1, 1-dimethylethyl) - 

1,4, fla, 5, 5a, 6, 11, 12a-octahydro-3, 10,12, 12a- tetrahydroxy-6-methyl-l, 11- 
dioxo-5- (1-oxopropoxy)-, (4S, 4aR, 5S,5aR, 6R, 12aS) - (9CI) (CA INDEX 

MAKE) 

Absolute stereochemistry. 



LU ANSWER 2 OF 3 CAPLUS COPYRIGHT 2000 ACS (Continued) 

(dimethyl ami no) -9- (1, 1 -dimethyl ethyl) -l, 4 , 4a, 5, 5a, 6, 11, 12a-octahydro~ 
3, 10, 12, 12a-tetrahydroxy-6-methyl-l, ll-dioxo-5-naphthacenyl ester 

(9CI> 

(CA INDEX NAME) 
Absolute stereochemistry. 




RN 233586-02-2/CAPLUS 
CN 2-Naphthac,enecarboxamide, 5- (acetyloxy) -4- (dimethylamino) -9- (1, 1- 

dimethylethyl) -1,4,4a, 5, 5a, 6, 11, 12a-octahydro-3, 10, 12, 12a-tetrahydroxy-6- 
methjjl f -l,ll-dioxo-, (4S,4aR,5S,5aR,6R,12aS)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 233585-96-1 CAPLUS 

CN Cyclobutanecar boxy lie acid, 

(4S,4aR, 55, 5aR, 6R, 12aS) -2- (aminocarbonyl) -4- 




RN 233586-13-5 CAPLUS 

CN 2-Naphthacenecarboxamide, 5- (benzoyloxy) -4- (dimethylamino) -9- (1, 1- 

dimethylethyl) -1, 4, 4a, 5, 5a, 6, 11, 12a-octahydro-3, 10, 12, 12a- te tra hydroxy- 6- 
methyl- 1, 11 -dioxo-, (4S, 4aR, 5S, SaR, 6R, 12aS) - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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O 




RN 233586-14-6 CAPLUS 

CN Benzeneacetic acid, (4 S, 4 aR, 5S, 5aR,i^R, 12aS) -2- (aminocarbonyl) -4- 

(diraethylamino) -9- (1, 1-dimethyleth/l) -1, 4, 4a, 5, 5a, 6, 11, 12a-octahydro- 
3, 10, 12, 12a-tetrahydroxy-6-methyl/l, ll-dioxo-5-naphthacenyl ester 

(9CI) ' 
(CA INDEX NAME) 

Absolute stereochemistry. 
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O 




OO OH 0 OH 



RN 233586-16-8 CAPLUS 

CN Cyclopentanecarboxylic acid, 

(4S, 4aR, 5S, SaR, 6R, 12aS) -2- (aminocarbonyl) -4- 

(dimethylamino) -9- (1, 1-dimethylethyl) -1,4,4a, 5, 5a, 6, 11, 12a-octahydro- 
3, 10, 12, 12a-tetrahydroxy-6-methyl-l, ll-dioxo-5-naphthacenyl ester 

(9CI) 

(CA INDEX NAME) 



Absolute stereochemistry. 



0 O OH / 0 OH 
RN 233586-15-7 CAPLUS 

CN Carbamic acid,/dimethyl-, (4S, 4aR,5S, 5aR, 6R,12aS) -2~ (aminocarbonyl) -4 - 
( dime thy lamin<5) -9- (1, 1-dimethylethyl) -1, 4 , 4a, 5, 5a, 6, 11, 12a-octahydro- 
3, 10, 12, 12a~yetrahydroxy-6-methyl-l,ll-dioxo-5-naphthacenyl ester 
(9CI) / 

(CA INDEX N>ME) 

Absolute stereochemistry. 




OH 0 OH O O 



RN 233586-17-9 CAPLUS 

CN Cyclohexanecarboxylic acid, 

(4S, 4aR, 5S, 5aR, 6R, 12aS) -2- (aminocarbonyl) -4- 

( dimethylamino) -9- (1, 1-diraethylethyl) -1,4,4a, 5, 5a, 6, 11, 12a-octahydro- 
3, 10, 12, 12a-tetrahydroxy-6-raethyl-l, ll-dioxo-5-naphthacenyl ester 

(9CI) 

(CA INDEX NAME) 
Absolute stereochemistry. 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR(S) : 
Castiglione, 

PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



1974:477746 CAPLUS 
81:77746 

Tetracycline derivatives 

Bernardi, Luigi) Colonna, Vincenzoj De 

Robertoj Hasi, Paolo 

Societa Farraaceutici Italia 

Ger. Offen., 39 pp. 

CO DEN : GWXXBX 

Patent 

German 
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1,4,4a, 5, 5a, 6, 11, 12a-octahydro-3, 5, 10, 12, 12a-pentahydroxy-6-methyl-l, 11- 
dioxo- (9CI) (CA INDEX NAME) 



H«2N OH He 



PATENT NO. 



KIND DATE 



APPLICATION NO. 




OH O OH 



DE 


2346535 


Al 


19740411 


DE 


1973 
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19800911 










DE 
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19730913 


NL 


158172 


B 


19781016 










CA 


999855 


Al 


19761116 


CA 


1973 


181034 


19730913 


FR 
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Al 
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FR 
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JP 


1973 


104458 


19730914 


JP 


57041458 


B4 


19820903 










ZA 
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19740925 


ZA 


1973- 
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19730914 


AU 


7360333 


Al 


19750320 


AU 


1973- 


60333 


19730914 


BE 


804913 


Al 


19740318 


BE 


1973- 


135695 


19730917 


AT 


7307996 
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19750615 


AT 


1973- 


7996 


19730917 


AT 


328613 
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19760325 










US 


3901942 
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19750826 


US 


1973- 


397691 


19730917 


GB 


1413347 
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19751112 


GB 


1973- 


43564 


19730917 


HU 


167850 
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19751225 


HU 


1973- 


SO1098 


19730917 


ES 


418809 


Al 


19760316 


ES 


1973- 


418809 


19730917 


SU 


574145 


D 


19770925 


SU 


1973- 


195794 2 


19730917 


PRIORITY APPLN. INFO. : 






IT 


1972- 


29328 


19720918 



AB Tetracycline deriv*. I (R - H, Rl - e.g., Me, NH2, Me2NCH2, 
F3CCONHCH2; R2 



- H, Me; R3 - H, OH) were prepd. by the selective alleviation of a 
tetracycline deriv. in the 9-position, followed by electrophilic 
substitution in the 7-position and dealkylation. Thus, I (R - Rl - 

R2 - 

R3 - H) was alkylated with Me2C:CH2 in (He2N) 3PO to give I (r - He3C/ 

Rl - 

R2 - R3 « H) which was nitrated with KN03 and HF, then hydrogenated 

over 

Pt02 to give I (R - Me3C, Rl - NH2, R2 - R3 - H) . Reaction of this 
product with HCH0 in the presence of Pd-C followed by dealkylation 

with 

F3CS03H in PhOMe gave I (R - R2 - R3 - H, Rl - Me2N) . About 20 I were 

prepd. 
IT 53 106-30- BP 

RL: SPN (Synthetic preparation); PREP (Preparation) 
(prepn. of) 
RN 53108-30-8 CAPLUS 

CN 2-Naphthacenecarboxaraide, 4- (dimethylamino) -9- (1, 1 -dime thyle thy 1) - 
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Beilstein Reg. No. (BRN) : 
Molecular Formula (HF) : 
Synonym (SY) i 
Autonom Name (AUN) : 



Beilstein Reference (SO) : 
General Comments (NTE) : 
CAS Reg. No, (RN) : 
Beilstein Pref. RN (BPR) : 
Formula Weight (FV) : 
Lavson Number <LN) : 

Ring System Data: 



Number of Rings (CNR); 4 
Ring Systems (CNRS) : 1 
Diff . Ring Systems (CNDRS) : 1 
Ring Heteros (CNRH) : 0 
Acyclic Heteros (CNAH) : 10 

Beilstein Ring Index I Ring System Formula 

(BRIX) | (RF) 



2199135 Beilstein 
C26 H32 N2 0« 

9-t-Butyl-.alpha.-6-deoxy-5-hydroxytetracyclin 

9-tert-butyl-4-dimethylamino-3, 5, 10,12,12a- 

pentahydroxy-6-raethyl-l, 11-dioxo- 

1, <. 4a, 5, 5a, 6, 11, 12a-octahydro-naphthacene-2- 

car boxy lie acid amide 

5-14 

Stereo compound 

53108-30-8 

53108-30-8 

500.55 

16308; 2817 
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PRE 

Reference (s) t 

1. Patent: Soc. Farm. Italia, DE 2346535 1974 
Chera. Abate, 81, 77746 

CTUNCH Unchecked Data: NHR 
Reference (s) : 

1. Patent: Soc. Farm. Italia, DE 2346535 1974 
Chem. Abstr., 81, 77746 
CTUNCH Unchecked Data; UV/VIS 
Reference (s) : 

1. Patent: Soc. Farm. Italia, DE 2346535 1974 
Chem. Abstr., 81, 77746 



I BRIX 
I Count 



18.4.12-0.0-5.3 




Atom/Bond Notes: 

1. CIP Descriptor: S 

2. CIP Descriptor: R 
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09/234, 847 



Page 16 



=> d his 



(FILE 1 HOME 1 ENTERED AT 15:20:22 ON 03 JUN 2000) 

FILE 1 REGISTRY 1 ENTERED AT 15:20:26 ON 03 JUN 2000 

LI STRUCTURE UPLOADED 

L2 5 S LI 

L3 STRUCTURE UPLOADED 

L4 0 S L3 

L5 19 S L3 FULL 

FILE 'CAPLUS' ENTERED AT 15:24:06 ON 03 JUN 2000 

L6 2 S L5 

FILE ' US PAT FULL 1 ENTERED AT 15:25:14 ON 03 JUN 2000 

L7 0 S L5 

FILE ' MARPAT 1 ENTERED AT 15:25:26 ON 03 JUN 2000 

L8 0 S L5 

FILE 1 BEILSTEIN 1 ENTERED AT 15:25:53 ON 03 JUN 2000 

L9 0 S L3 FULL 

L10 STRUCTURE UPLOADED 

FILE 1 REGISTRY 1 ENTERED AT 15:28:01 ON 03 JUN 2000 

Lll 1 S L10 

L12 12 S L10 FULL 

FILE 'USPATFULL 1 ENTERED AT 15:28:40 ON 03 JUN 2000 

L13 1 S L12 

FILE 'CAPLUS' ENTERED AT 15:30:00 ON 03 JUN 2000 

L14 3 S L12 

FILE ' BEILSTEIN 1 ENTERED AT 15:33:26 ON 03 JUN 2000 

L15 1 S L10 FULL 



FILE ' REGISTRY 1 ENTERED AT 15:34:08 ON 03 JUN 2000 



